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4) #fl 2002-255013 



Hfci] 



Rii3«J:y f R2{i^3z:LT7jc^ > ad^^ OH, COOH, S0 3 H 

R 3 is J: R 4 ttBtifc LTtK*> * fc&Bkm& 1 ~ 4 fl©7^m "9 , 
mi3 J: V n i*m±L L X 0 ~ 4 & ] 

[ff^2] BF-12 6. N-4 0 2, N - 3 9 8 & X ZfN - 4 0 4 

m^m 4 ] Mm&mmmmx$> %> m#&L 3 &nmt&itB * tz a ^<om. 

tix^^m^m4:^<D^^jt-fzii^<Dmii l < t±^^® 0 

[if ^ 6 ] 7 mifo&mmx$> %> 4 $ tz \± 5 ^tefc^^^ 

[»*£7] 7 Mfflti#9 9m Tc> 111 In, 6 7 G a. 20 1 
T K 12 3 I&iLlfl 3 3xeHft4»i fc<0T?**»#3B6 
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^-v^: 2/ 



HS*^8] /IR&ffi«tt^9 9m Tc45 j;Ofl 2 3 I j: $ jg 

1 1 ] »m^&aj«**» 1 8 ft^^m i oism^-fb^t 
[it^i 5] it^i i mm<D^m ttzit^<D mm±wm z*iz>&i> 

[»3fc5U 8] "»^8|B*^k^4/itt^oE3l6±|^SS*t«a[* L 

m*m2 o] ttm**e>tt**ftT, i^^i^li i C 
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^ #12002-255013 ^ ^-^ : 



[0 0 0 1] 
[0 0 0 2] 

^ 3 ^S (C J D) > W> • yafn^7- ■ v^-f (GS 

s) , ^ii^D/f77x;H -ta/i ( V _ CJD ) > mt&mme&mm. 

(FFI) „ t f W<^)»T1i H 7 y ^ ^ *?*sW1NRSkm. (B 



fflKtt 2003-3080977 



^ 2002-255013 ^ 



£*l&<&#a»tt, ^ttftft:RH£ (transmisible s 
pongi form encephalopathy; TSE) tWfo£tiX^2> 0 
[0 0 0 3] 

pmteinaceous infectious particle) „ -ftfit>% yi; * > ( pr ion) t LT1982 

m-tzztfrb, mum a f v * >& t mtti & <o &-m<) c*otitv^ 0 

[0 0 0 4] 
[0 0 0 5] 

^^ 77xH -^^i (C JD) lit 
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mfvy-yafn^^-vtr/*^ (GSS) {iyi; * >«fc 
IIl^n^77x;Vh (v-CJD) (BSE) K 

? )V-\±^y°T =-x.-^-T<D7 *T (Fore) ^OWT^A^^ J: «9 fz3t L 
[0 0 0 6] 

7°'; * ^m^ifcte H^icisv>T(±^p B ni0^'bi20M<7)ffmm#^^i-^ o 

tn»«^5o H*tcfev^Tiil973^^^^P^10000|fc^Mx.^,H M£ 
[0 0 0 7] 

h • ^3 7*«*±«riKL^J:dt=7->««8«IHjE (BSE) CfIU:7y<7)M 

**VJ*H#M (BSE) *q|ftS*LTi>) (Office International des Epizoo 
ties, 2002^1 13 Btttf-r-*) , »^>l«ii^n^;7 
■ *^:/*A#o*B#a:tiiilflk ^ftKom#*-g-i6*i:l2l^^^c: 
fc^?> (^SDepartment of Health, 2002^5^ 7 B#tt 7*- 9) , Mk^Wfe^ 

[0 0 0 8] 
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#JM 2002-255013 



mw&m$mMtm (psd) s^-rc:^ 3) ci\ MRms^jt^WT lx^&zl 

m %nmm&^<Dwmm$im£ t otv^ c: ttm^x %tz 0 z tz mm k & 
x &BM*m. *)m< mm t tz i± vu%m&%&o <o mmmmz%<s\, ^tzmat, * 

[0 0 0 9] 
[0 0 10] 

$h^*r*^^©»*iw*&ftTv»*o L^L^ttt xKm-gyv 

vM&^^r^k^t? ttsjcrtfjt, v>/f $ fix v> & v> 0 
[0 0 11] 

0M£LX&EZfiX\<*& (Doh-ura^, ^7" ■J-fnn^/f, 74^ 

> 4894-4897, 2000^ ; Korth<b. yn^f^v^ t^f tvat^V T 
#7*^ *t4*-v*.7s USA, 98#, 9836-9841, 2001^) 0 

[0 0 12] 
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^->>: 7/ 



mtmmm&mtszv*? hi>$k®-?z 0 mmo&jiv*? hah 

fchWn^y 7 x*> "Va^lB (CJD) , Wf7 
>-ya^n^7--y^^-| (G S S) , fll^n^77x;vh . 

( V _ CJD) > mt&tsiim*mjM (ffd , lih^o 
•••ca^^^we-, (bse) , 

[0 0 13] 
[0 0 14] 

(1) 7'V^^e^»l-^^o^itr-7 0 D--^ < h LTfM ^^^ . 
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^ #12 0 0 2-2 5 5 0 1 3 ^ 

[4t2] 

R 3 

R 4 

R i i3«fcO*R 2 «®5lLT7X*^ ^ny>, OH, CO OH, S0 3 H 
> NH 2 , N0 2 > M^l~4^lOT;i/^;K £ fell O -jj£*afc 1 ~ 4 1H<7>T 

R 3 & «t ^ R 4 LT7jc3t, $ fe l~4flaor^^-e*0, 

m & i yf n H^3l L T 0 ~ 4 <7>^ite& & ] 

(2) BF-126, N-4 0 2, N- 3 9 8J3<fcr>*N- 4 0 4 frb%2>W£ 

t>m$iztL&±& (1) ici2mo^%, 

(3) *«3*l-cv**±ib (1) ifett (2) tzmm*>it*mtiti**i>2Li> 

(4) m4 f H&tttt»-?*ft±IB (3) E*oft^*fett*ottfcL<li 

(5) S?»R 1 ^v>LR 4 WV^r^3mttS^ffi««-r««$tLTV»«± 
IB ( 4 ) ISm^'fk^tf £ fe « & L < *±$g$Sfn^ 

(e) *«**7«ds:ffi«a-c**±iB (4) tfeii (5) K&m<Dit&mzit 

(7) 7«HSCW^®**9 9m Tc> 1 1 1 I n , 67 Ga , 201 TU 12 
3 iisiOfl 3 3xe*fc**#J:9att3;h,Sfc©-Cjfc;&j : iB ( 6 ) SBtfOffc 

(8) yiMW9 9m Tc ^ j; y J l 2 3 0«*?$*L4t 
<3-e&&_hJB (7) mmolt^ttzliZ<Di&i>L<immffi%!J, 

(9) *«a*»*^;ifcffi#«'Cfcs_t|B (4) Sfctt (5) KfBttOfl^S 

fed-eom^ l < immm®. 
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2002-255013 W ^ *j : 

(11) WHfcttttftftrl «F-C**±B (10) E*0*&»*fctt*© 

(12) ±|2 (1) &v>L (11) m*rit*fcfB*©ft^*fcli*©Bj|| 

(13) ±i2 (4) (i i) <D^rMHz%m.(Dik&m*tz\*Jt<Dmm 

(14) ±i2 (s) Knntt4tmttoi*<om&±H&zt L zvit L< 
ft«r*^tr±iB (13) iBmoa^. 

(1 5) ±12 (i i) Bft«Mfc*Ur43fei«oEK_t«^t$^ L<stt ^ L<|4# 
»fl!4fr*-S-trJtJB (13) |2»<<D&J», 

(i 6) ±ib (i) ^v^t (i i) <o\<*i?tifr\zftm<D4k&tottite*<Dmm 
(i 7) ±i2 (4) (i i) © v> -r K&mmt&fo ifzit^<Dmm 

(18) ±12 (8) TOo<b^*fctt*oE»±|^$ii 4a4L<ttjW | E 

(i 9) ±i2 (i i) mm.oit&®*tzi±*<Dmm±wm-ztiz&i>i,<im 

^®*&m<Dmj&J&frtLT&tr±tt (1 7) f2«c©*y K 

(2 0) «tMfr**fetttt*#-C. WK»fc±lB (1) &v>L (1 1) ©nf 
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^ #12 002-2 5 50 13 ^ 



^->>.' 10/ 



(2 2) ^#rt^ry*>«a*w^*feft*^«ffl#:o^^ Wo/sie) 
±!5(i)^^l(ii) <D^-ftifr Kum^it^m t tz a z<Dmm±nm 

(2 3) ±|B (1) ttzlt (2) mm<D4£4W$t:te*<omm±ft&ZtL2>j2. 

mm, *bmz 

(2 4) mBjmmimBm®m&&\s^±7v*>m^%2>&£ nmyizti 

[0 0 15] 
[0 0 16] 

Rl^J:irR 2 0«tbr»±**, 7y», tfHfc OH, COOH, S0 3 H 
, NH 2 > N0 2 lf;l^f;K n -^n^, i-^ntf^^tf 

m £ J: V n »4«a: LT0^L4 Oftft-C* *.m4fcttn#0 JBl#©**\ 
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^-v: 11/ 



[0 0 17] 

tL^of fist fc £ WM^ixt^iv^ )V^**s)v 
[0 0 18] 

) <ott&mi t^dm^-Kit, *mmttziiMWtztitz$:i<Dft&<&t), **>mz. 

F12 6J tv^^, *IiJt{«?tif:j^!|BF- 12 6, ^hXf\Z 
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^ &m 2002-255013 



12/ 



iCffiLv^^^fttLTi^ BF-126 (4 - [2- (2-^> 
^y^^^V 1 ;^) x-x-^] — N, N-yifM>t*tr/ p -h;]^yx 
;V7*^-h) N-4 0 2 (2- [2- ( 2 -^>X-f 5 rZ-A') ^X-^ 
] -^>-£^ >) v N-3 9 8 (4- [2- (2-^>X^ ^V-;V) ^T" 
-s<^l£i-$>A)V7 „ N-4 0 4 (4 - [2- 

[0 0 19] 



mi] 



it a- m 


3— K 


mm. 


i 


BF-126 




o 

p 


-TsOH ■ 0. 2H20 


2 


N-402 


( 


D 


H 2 N 


3 


N-398 




o 


O 
II 

o=s-o 
1 

o 


4 


N-404 


i 


0 





[0 0 2 0] 
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^-^1 13/ 



(C J D) „ • h n^y- • >*~ffi (G S 

s) , ^i^D^77x;H -t^i (v-cjd) , w&&*m&fir& 

(FFI) , tY&M.<DW)%>]Xit}zyi?x?U4\£-, Vi/BBttBSkm 

(bse) , ^5tt4 $>?mm, * 3 ftftttffijE * w& e> *l & o ^wiffl# ^ 

, *)fc&tBF- 1 2 6. N-4 0 2, N- 3 9 8 tfN- 4 0 4 * > 

& o 

[0 0 2 1 ] 

zhttftmit. wmmfrbm*t*%x, mm\z±m (d (n 
) <o^irfi^zmm<D^^ttzit^(Dmm±ff^fi^mi> l < tommm* 
mmmtz d t 4^t:yv t t^M^t^i 
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mm 2002-255013 



I 14/ 



^x\ mm-zmmmmm^z vmm, m^-r^o^—m^x^ & 0 

->^V-5/a V^-^cJ: !}Rl5g4rtf«f^ ifc<>T?**o *»£ 

* v fxi y \ x-mnyv * *vmt srtti^ tit^itf tx^tzf 

o 

[0 0 2 2] 
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^-v: 15/ 



ZmWllr&ZttfTZZo i*ljx.«\ 3 H , He, 3 5 Sn 131i^ {4 ^^ 

m^mmx^^^t) mmifbtiz 0 zzx\ m&x^ m^kftmmtyuM 
&Mnz^ r mzmmLtcmm^Mmmz& (pet) itzi± 7 mi&mmmK 
£&=ty\s^-?-mmmz& (spect) tfm^t>ti&£oiz%^x%fz 0 

* lttotfc&mzx vmmtmmzx m^ts^Mmzmfitz 

mmmt>ii&<DXftt lv^ 0 SPECTffli:ii9 9m Tc , 1 1 1 i n> 6 7 
Ga. 201TU 123 In 1 3 3 Xe fO r iiMW«0m«I^I 
m^i:^^ 0 99m Tc ^j;^123 i £? S P E C iZ X < fflv^ fix^ 
£o PETJEKtel 1 C, 13 N . 15 0> 18 F. 62 Cu> 68 Ga> 76 

m<D&frx~i>, *mm-t)mmx*$>2>zt, iii^t^fo^f, 1 1 c. 13 
mmztitti<o4k^i>*§&miz&&zti& 0 mutf, ^smik&m* 1 8 f 

-eiS»i-&*^ 4ffl§IOV>-r*i^l 8 F*C^»$ttT^T*> «t < , &&v>fi£i 
±<^>7K** sl 8 F-T?fim£tL-CV>T& ^liff, R ! - R 4<D^-ftlfr\Z<& 

iti&TkMZ 1 8 FTrjSJ&LT % X <U fT/'J ^WO^^^y^UfrtoWfeSk 
(R 1) #1 8 FTJboTUv^, 
[0 0 2 3] 



toliF^ AOS 



— 3 0R0977 
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-tomtit, zfcb<Dmmi*v4?uYu>zt zi ±p J ,^is~?^ tmtfl z 

, 3 5 S> 12 5 I*ito&%1ti&< D {t4 t to*K&LX, i*tt,0«a-C*«§ 

£ fc, «x.tf, Jfc8a994M*Jt&©4Hv* 11c, 1 3 n, 1 5 18 F^O|#K 

A L TlRJttt- £ i t &X £ * o 
[0 0 2 4] 

^V*>«fi^Oil**J:tfJi*ofe<>o+^ari^BM^ PE T, SP 
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9 #H 2002-255013 



c. i3 N , i5 0n i 8 port iii^aif tia 

#? t L < fi, 1 8 ^ 7 4 0 ^ V)V<DW.^~£%>ho 

[0 0 2 5] 

*>o«f£L<, r/|*'JW« ^S^tR, y>^;W8u &33M»e) 
Jfc^T?& *K SfiKlil Iff** l^LlO^l <7>Jfc^&& 0 £ &5&m®. 
[0 0 2 6] 
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^-v? : 18/ 



i±±i&<D^§&mm.f&^i<zm^&mfatmM<Di><7)X&^x £v> 0 £tz, /*y7r 

^fvtz^m^m<Dm^KitPETmmK^m^^Mmm^m^A,x^x 

[0 0 2 7] 

J D) > W> • ya bn/f^7- • v W (G S S) „ gEHM 

^^77x;H -t37H (v-CJD) . S»Ett*Jfett^llRjfe (FFI) > 
n f W«tlJH7y^^ l/-f t-, *->flMM*JBH£ (BSE) , 

fernfe m&> * = ^iiot^co ^'jt^ofKiij: av 1 £ i± 
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mm 2002-255013 



^-v: 19/ 



— #*7 0 k gO$,A(OWi&, lH&fz*)0. lmg^>Llg, & 
t L< lilmg^Ll OOmg, <fc 0£P* Kli5mg^v^L5 Omgt^-S 

[0 0 2 8] 

immrn] 

v<>* fc*^* fcfr* * jMftifc-^- L> 4 y fef ?K K is »t -6 Iflftt * 8J£ L 

(1) ^->^{i30-40g (7al*fr, n = 3) OSiciICR (B^SLC) *fflv*fc 0 

( 2 ) tOMfrfrtt tt IN HC 1 X*mmi&, m^TK T#f^ Lt, *r& A U 

(3) JfiL&teJ&fitf&rC, 14,000 rpm-ei0^3t^L±vt^«i: tT-80°CT^ 

(4) 1MB#tc(i«(±v#M^ ffiaMce^L^m, 3>f^v3-^U: 
C18@ffifSaj^- b 'J y S> (bond elute C18, 200 mg. Lot. 070864, Varian) K 



^ #H 2002-255013 ^ v 20/ 

(5) j»tt^i*J=*±aM*tfei4M**«^b^a<ca^*Jn^N s^mj— 

(MM300. Retsch) Ci 0 Z*ft-otZo *~ > £10^ 

(%id (axffla) /mi ifett gm&tzo 



[0 0 2 9] 





o/« m/ P ifcti ml 


m 




B F -126 


7.2 


2.7 



[0 0 3 0] 

BF-1 2 6&42^0lfl^t^ 7. 2%ID/g-e*ofc e *»J» 

wt&nn. iUPETt/ctisPEc Tmit^^mWir m** o. 5% iD/g 

m±*tL(f+55*i:#x.^tLTv^ 0 ^itBTe BF-1 2 6 iii^tl^ftt<7) 
[0 0 3 1] 

v^^^ffl^T^fRrt^-e^ltU^o Crj:CDl 

^7Hf-eii^L^o 

BF-126 K ^T±miife K J: 0 4f o fc*tt*te*Ufc«>*&* * it 3 ^^i" 0 
[0 0 3 2] 



fct}fE# 2003-3080977 



mm 2002-255013 



^-v: 21/ 





(mg/k g> 


B F-126 


£10 



[0 0 3 3] 

, lxiO-12^^1xiO-5 mg Ag^»l*I^^v^^ #K ttO»<8\ 1X10-10 
^ t, 1 X 10-7mg/kgO«^Ml*I^#^ s ffl V> £> ti& 0 i ft C, <Dft&yo<D&m.l*tiSL J *V$<0 

* 10^m±O H £ ri*ab * i <b > BF-126t±PETtil£J8 <D~?X2 — ~7b LT f±& 

[0 0 3 4] 

»(GSS)**0«|«JH*^W >B5&SJJt (7^mJ?) 7r/- JI^l^IL 

„ 50%^^y-;i/Hv#HL^IMb^t/?#^ (10-200 ,«M) -C30^W^fe-feL?to 50 
%x. * ; - ;i/ ic TOTJ ^tfo fc&fcyfafe U 3>7*-#/l'-W *f-ffi«fcSS ( 
9>f #*fc> DMRXA) KTFITCy-f ;V*-&&V*teUV"7-f -£JBv>T#Jtf-±0 

ft (v>-i-;v -a-n;tyny/f T>K .x * * ^ 'J > > * /!/ — a.— 
nny^f, 59^> 774-785^- v\ 2000^) fcfl£v\ p?7r/ • J&JSt^ L 
fc&8H2Jfi-£*:£m (1-2 mM) «fe^-b^V--7'l O^&kS^T^ tfcn 
h 7* V * >m 3 F 4 (Senetecftx 5 0 0 fiMWO &— *-^7f 

[0 0 3 5] 

BF-126& J; 0^-4020^1* ^t^fflv^T ^>GSSm#J!a^fcv^T, /hJK&R**^^ 
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K&ii&^v *>m&<D$Lmm& (p r p gsso^) -esis 

[0 0 3 6] 

Mli«(ScN2a) (Race^, v>-^;l/ ^-y -)^nn^, 62^, 2845-28 
49, 1998^) SMgfflLT, »tftl^<7>#l1!r (m&frffimm&tfim T 9 ';*^!! 
6<^M£l£W$J*£Doh-ura^O;£-& (v>-^;i- <y4uu-J4^ 74^ 4 

894-4897, 2000^) K$£\t>mtLfz 0 MB (^#7 7 X a 1,za > 7;Vi> 
i<7)»tOt^^)-Oilt) ^rftfti-^l^tC^iR (l0%^JJ^lfiLrtt)[|OPTI- 
MEM^% (GIBCO BRU±) ) UK 100% dimethyl sulfoxide (DMS0) K^BLfz®. 

^k&^WLZm* <vmm (1 nM&v>u m m) -ein^fco msom&%i%i&*iz 

L/i^JCjWIfe«:i; >H^7 7 7-T^v\ (0.5% ft^rv3-;v|, 0.5 

% Nonidate P40. 'J>iA^7-) ^*fflE£^¥L7t 0 Ittvtfj^ig^k L 
T^M^£|£^ ±ii:ynf^t-^K («*«J^10^ g/ml) fcJnx., 37<C 
30frm%.fcZ-£tz o >7u-tT— fel£#^ijPMSF (Si^ai^lO^s/ml, 4 
°C) ^Jnx.T^S^jtfe, R/S^&jg^k (371,000g, 30^, MM) Ltz 0 * 
(DitmZl XSDS-9" > 7°;Ws> "7 T izmm Lffy£tt^l5% Tris-glycin-SDS*° 

f)*>m;&irLfa (PrP2B * >S6T 5 y m^*89-103<^7°^ KK2t1- 
& • sKU rn-i-^fafa) . 5 0 0 Ote^iR) T;l/# 'J7t 

V\ CDP-StarK£M& (T^~i/^M±) Lfc 0 
[0 0 3 7] 
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BF-126. N-402, N-398, N- 4 0 4 OV^-f *LJC*V»T t»ScN2 

r*#ru*>ai6) 0 ^'j^ieM^5o%(*^^« (ic 5 

0 (50% inhibition concentration)) Ji5-100 nMT?2> «9 > 
~t%>^M. (TC; toxic concentration) fi25-50 ^M"Cabo £ £ «fc , i^^>0 
ttfrttOSfc^M* (TC/IC 50 ) tt250*&100M©Wfc#jt&*Lfc (ft 4) o 
-3\ ^r^-^i;> (quinacrine) «>S££ifeKSKi5T?* o (Doh-ura«b, v> * 

^-r ^-fnn^, 74^ 4894-4897, 2000^ X *) 3\R}) Q 

[0 0 3 8] 

HE 



*fc^4fe No. 


7 s y ,f>!6l4Pif^ 

* ICa, (nM) 


TC („M) 


(TC/ICbo) 


BF-126 


100 


25 


250 


N-402 


50 


50 


1000 


N-39S 


5 


50 


10000 


N-404 


5 


50 


10000 


Quinacrine 


400 


2 


5 



[0 0 3 9] 

HF-126* * tW-402liBE«O*#r y * *MiM*Mfc*ffi U ftftttft 
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